> 



Amendments to the Claims : 

1-27. (Canceled). 

28. (currently amended) An isolated nucleic acid encoding a polypeptide having at 
least 80% nucl e ic acid sequence identity to: 

(a) a nucl e ic acid s e quenc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figur e 194 (SEQ ID NO:33 4 ) ; 

(b) a nucl e ic acid s e qu e nce e ncoding the amino acid sequence of the polypeptide of 
SEQ ID NO:334 shown in Figure 194 (SEQ ID NO:334) , lacking its associated signal peptide; 

(e) a nucleic acid s e qu e nc e e ncoding the e xtrac e llular domain of th e polyp e ptid e 

shown in Figure 19 1 (SEQ ID NO:33 4 ); 

(d) a nucl e ic acid sequ e nc e e ncoding th e e xtracellular domain of th e polyp e ptid e 

shown in Figur e 19 4 (SEQ ID NO:33 4 ), lacking its associat e d signal p e ptid e ; 

(e) the nucl e ic acid s e quence shown in Figur e 193 (SEQ ID NO:333); 

[[(f)]] (c) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the nucleic acid sequence of SEQ ID NO:333 shown in Figure 193 (SEQ ID 
NO:333) ; or 

[[(g)]] (4) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the cDNA deposited under ATCC accession number 203270^ 
wherein the encoded polypeptide induces chondrocyte proliferation . 

29. (currently amended) The isolated nucleic acid of Claim 28 encoding a 
polypeptide having at least 85% nucleic acid sequence identity to: 

(a) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figure 191 (SEP ID NO:331) : 

(b) a nucl e ic acid s e quenc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 ohown in Figure 191 (SEP ID NO:331) , lacking its associated signal peptide; 

(e) a nucl e ic acid s e qu e nc e e ncoding th e extrac e llular domain of the polyp e ptid e 

s hown in Figure 19 1 (SEQ ID NO:334); 
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(d) a nucl e ic acid s e qu e nc e encoding th e e xtrac e llular domain of tho potypeptid e 

shown in Figur e 19 4 (SEQ ID NO;33 4 ), lacking its associat e d signal peptid e ; 

(e) th e nucleic acid s e qu e nc e shown in Figur e 193 (SEQ ID NO:333); 

[[(0]] fe} the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the nucleic acid sequence of SEP ID NO:333 shown in Figure 193 (SEQ ID 
NO:333) ; or 

[[(g)]] (d) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the cDNA deposited under ATCC accession number 203270 A 
wherein the encoded polypeptide induces chondrocyte proliferation . 

30. (currently amended) The isolated nucleic acid of Claim 28 encoding a 
polypeptide having at least 90% nucleic acid sequence identity to: 

(a) a nucl e ic acid sequenc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figure 19 1 (SEQ ID NO:33 1 ) ; 

(b) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NQ:334 shown in Figur e 191 (SEQ ID NP:331) , lacking its associated signal peptide; 

(e) a nucl e ic acid s e qu e nc e e ncoding th e e xtracellular domain of the polyp e ptide 

s hown in Figure 191 (SEQ ID NP:33 4 ); 

(d) a nucl e ic acid s e quenc e encoding th e e xtrac e llular domain of th e polyp e ptid e 

shown in Figur e 19 4 (SEQ ID NO:33 4 ), lacking its associat e d signal p e ptid e ; 

(e) th e nucl e ic acid s e qu e nc e shown in Figur e 193 (SEQ ID NQ:333); 

[[(f)]] fe} the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the nucleic acid sequence of SEP ID NQ:333 shown in Figur e 193 (SEP ID 
NQ:333) ; or 

[[(g)]] (d) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the cDNA deposited under ATCC accession number 203 270* 
wherein the encoded polypeptide induces chondrocyte proliferation . 

-3- 

Response to Notice of Non-Compliant Amendment 
(Dated: December 7, 2004) 
Application Serial No. 10/017,253 
Attorney's Docket No. 39780-2830 PIC62 



3 1 . (currently amended) The isolated nucleic acid of Claim 28 encoding a 
polypeptide having at least 95% nucleic acid sequence identity to: 

(a) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEQ ID NO:334 Ghown in Figur e 194 (SEQ ID NO:331) ; 

(b) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figure 19 4 (SEQ ID NO:33 4 ) , lacking its associated signal peptide; 

(e) a nucl e ic acid s e qu e nce e ncoding th e e xtrac e llular domain of th e polypeptid e 

shown in Figur e 194 (SEQ ID NO:334); 

(d) a nucl e ic acid s e qu e nce e ncoding the extrac e llular domain of th e polypeptid e 

shown in Figur e 194 (SEQ ID NO:33 4 ), lacking its associat e d signal p e ptid e ; 

(e) th e nucleic acid s e qu e nc e shown in Figur e 193 (SEQ ID NO:333); 

[[(f)]] (c) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the nucleic acid sequence of SEP ID NO: 33 3 shown in Figure 193 (SEQ ID 
NP:333) ; or 

[[(g)]] (d) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the cDNA deposited under ATCC accession number 203270^ 
wherein the encoded polypeptide induces chondrocyte proliferation . 

32. (currently amended) The isolated nucleic acid of Claim 28 encoding a 
polypeptide having at least 99% nucl e ic acid sequence identity to: 

(a) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figure 19 4 (SEP ID NO:334) ; 

(b) a nucl e ic acid s e qu e nc e e ncoding the amino acid sequence of the polypeptide of 
SEP ID NO:334 shown in Figure 194 (SEP ID NO:334) , lacking its associated signal peptide; 

(e) a nucl e ic acid s e qu e nce encoding th e e xtrac e llular domain of the polyp e ptid e 

shown in Figure 194 (SEQ ID NO:334); 

(d) a nucl e ic acid s e quenc e e ncoding th e e xtrac e llular domain of th e polyp e ptid e 

shown in Figur e 19 4 (SEQ ID NO:33 4 ), lacking its associated signal p e ptid e ; 
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(e) th e nucl e ic acid s e qu e nc e shown in Figure 193 (SEQ ID NO:333); 

[[(f)]] fe) the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the nucleic acid sequence of SEQ ID NO:333 shown in Figure 193 (SEQ ID 
NO:333) ; or 

[[(g)]] Ml the amino acid sequence of the polypeptide encoded by the full-length 
coding sequence of the cDNA deposited under ATCC accession number 203270 a 
wherein the encoded polypeptide induces chondrocyte proliferation . 

33. (currently amended) An isolated nucleic acid comprising: 

(a) a nucleic acid sequence encoding the polypeptide of SEQ ID NO:334 shown in 
Figure 194 (SEQ ID NO:334) ; 

(b) a nucleic acid sequence encoding the polypeptide of SEP ID NO:334 shown in 
Figur e 19 4 (SEQ ID NO:33 4 ) , lacking its associated signal peptide; 

(e) a nucl e ic acid s e qu e nc e e ncoding the e xtrac e llular domain of the polypeptide 

shown in Figure 19 4 (SEQ ID NO:334); 

(d) a nucl e ic acid s e qu e nc e e ncoding th e e xtrac e llular domain of th e polypeptid e 

shown in Figure 19 4 (SEQ ID NO:33 4 ), lacking its associat e d signal p e ptide; 

[[( e )]] (c) the nucleic acid sequence shown in Figure 193 (SEQ ID NO:333); 

[[(f)]] (d} the full-length coding sequence of the nucleic acid sequence of SEQ ID 
NOl333 shown in Figure 193 (SEQ ID NO:333) ; or 

[[(g)]] (?) the full-length coding sequence of the cDNA deposited under ATCC 
accession number 203270. 

34. (currently amended) The isolated nucleic acid of Claim 33 comprising a nucleic 
acid sequence encoding the polypeptide of SEQ ID NO:334 shown in Figur e 19 4 (SEQ ID 
NO:334) . 
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35. (currently amended) The isolated nucleic acid of Claim 33 comprising a nucleic 
acid sequence encoding the polypeptide of SEP ID NO:334 shown in Figur e 19 4 (SEQ ID 
NO:33 4 ) , lacking its associated signal peptide. 

36. (canceled) 

37. (canceled) 

38. (currently amended) The isolated nucleic acid of Claim 33 comprising the nucleic 
acid sequence of SEP ID NO:333 shown in Figure 193 (SEQ ID NO:333) . 

39. (currently amended) The isolated nucleic acid of Claim 33 comprising the full- 
length coding sequence of the nucleic acid sequence of SEP ID NP:333 shown in Figur e 193 
(SEQIDNP:333) . 

40. (previously presented) The isolated nucleic acid of Claim 33 comprising the full- 
length coding sequence of the cDNA deposited under ATCC accession number 203270. 

41. (canceled) 

42. (canceled) 

43. (canceled) 

44. (currently amended) A vector comprising the nucleic acid of Claim 28 , 48, 53 or 

58. 

45. (previously presented) The vector of Claim 44, wherein said nucleic acid is 
operably linked to control sequences recognized by a host cell transformed with the vector. 

46. (previously presented) A host cell comprising the vector of Claim 44. 
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47. (previously presented) The host cell of Claim 46, wherein said cell is a CHO cell, 
an E. coli or a yeast cell. 

48. (new) An isolated nucleic acid encoding a polypeptide having at least 80% 
sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the encoded polypeptide induces chondrocyte re-differentiation. 

49. (new) The isolated nucleic acid of Claim 48 encoding a polypeptide having at 
least 85% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ED NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the encoded polypeptide induces chondrocyte re-differentiation. 

50. (new) The isolated nucleic acid of Claim 48 encoding a polypeptide having at 
least 90% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 
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(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the encoded polypeptide induces chondrocyte re-differentiation. 

5 1 . (new) The isolated nucleic acid of Claim 48 encoding a polypeptide having at 
least 95% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the encoded polypeptide induces chondrocyte re-differentiation. 

52. (new) The isolated nucleic acid of Claim 48 encoding a polypeptide having at 
least 99% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

-8- 

Response to Notice of Non-Compliant Amendment 
(Dated: December 7, 2004) 
Application Serial No. 10/017,253 
Attorney's Docket No. 39780-2830 PIC62 



wherein the encoded polypeptide induces chondrocyte re-differentiation. 



53. (new) An isolated nucleic acid encoding a polypeptide having at least 80% 
sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide stimulates the uptake of glucose or FFA (free fatty acid) by 
adipocyte cells. 

54. (new) The isolated nucleic acid of Claim 53 encoding a polypeptide having at 
least 85% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide stimulates the uptake of glucose or FFA (free fatty acid) by 
adipocyte cells. 

55. (new) The isolated nucleic acid of Claim 53 encoding a polypeptide having at 
least 90% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 
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(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide stimulates the uptake of glucose or FFA (free fatty acid) by 
adipocyte cells. 

56. (new) The isolated nucleic acid of Claim 53 encoding a polypeptide having at 
least 95% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the .amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide stimulates the uptake of glucose or FFA (free fatty acid) by 
adipocyte cells. 

57. (new) The isolated nucleic acid of Claim 53 encoding a polypeptide having at 
least 99% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 
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(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide stimulates the uptake of glucose or FFA (free fatty acid) by 
adipocyte cells. 

58. (new) An isolated nucleic acid encoding a polypeptide having at least 80% 
sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide induces differentiation of pancreatic /3-cell precursor cells. 

59. (new) The isolated nucleic acid of Claim 58 encoding a polypeptide having at 
least 85% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO: 3 34, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide induces differentiation of pancreatic /3-cell precursor cells. 

60. (new) The isolated nucleic acid of Claim 58 encoding a polypeptide having at 
least 90% sequence identity to: 
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(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide induces differentiation of pancreatic /3-cell precursor cells. 

61 . (new) The isolated nucleic acid of Claim 58 encoding a polypeptide having at 
least 95% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ID NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ID NO:334, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO: 33 3; or 

(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide induces differentiation of pancreatic j8-cell precursor cells. 

62. (new) The isolated nucleic acid of Claim 58 encoding a polypeptide having at 
least 99% sequence identity to: 

(a) the amino acid sequence of the polypeptide of SEQ ED NO:334; 

(b) the amino acid sequence of the polypeptide of SEQ ED NO: 3 34, lacking its 
associated signal peptide; 

(c) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the nucleic acid sequence of SEQ ID NO:333; or 
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(d) the amino acid sequence of the polypeptide encoded by the full-length coding 
sequence of the cDNA deposited under ATCC accession number 203270, 

wherein the polypeptide induces differentiation of pancreatic /3-cell precursor cells. 

Please charge any additional fees, including any fees for additional extension of time, or 
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